Intravenous 3-weekly paclitaxel and metronomic oral cyclophosphamide in patients with advanced urothelial cancer previously treated with gemcitabine and platinum.
Taxane-based chemotherapy is one of the most commonly used agents in patients with advanced urothelial carcinoma who developed disease progression after gemcitabine and cisplatin combination chemotherapy. The response rates, however, are dismal reported around 10-20%. Recently, promising efficacy results of paclitaxel when combined with oral cyclophosphamide as metronomic therapy have been reported. Patients received paclitaxel 175 mg/m(2) intravenously over 3 h on day 1 and cyclophosphamide 50 mg/day orally on days 1-7 every 3 weeks. For patients with ECOG, performance status was two or previous radiotherapy on 25% or more of their bone marrow, paclitaxel was given at a dose of 135 mg/m(2) for the first cycle, followed by intra-patient dose escalation to 175 mg/m(2) if clinically significant toxicities were not observed during the first cycle. Oral cyclophosphamide was administered for extended 3 weeks after the safety of 1-week metronomic therapy was confirmed. The primary end points were response rate (RECIST v.1.1) and progression-free survival. From March 2012 to March 2014, 46 patients with bladder or upper urinary tract cancer were treated with this regimen in our institution after failure to gemcitabine and cisplatin combination chemotherapy. After excluding four patients with pathologies other than urothelial carcinoma (one collecting duct carcinoma, two small cell carcinoma, and one squamous cell carcinoma), a total of 42 patients were included in this study. The platinum-free interval was <6 months in 33 (78.6%) patients, and 39 (92.8%) were categorized into the intermediate or poor prognosis group according to Bajorin's risk model. The objective response rate was 33.3% (n = 14) with a median response duration of 4.3 months. The median time to progression was 3.0 months (95% CI 1.7-4.3 months), and the median OS was 6.3 months (95% CI 4.6-8.0 months). The most frequent and clinically significant non-hematologic toxicities were peripheral sensory neuropathy (56%), fatigue (35%), and myalgia (28%) in order, but none of them showed severity of grade 3 or more. Grade ≥ 3 neutropenia occurred only in two patients (6%), and one of them developed febrile neutropenia. The duration of metronomic cyclophosphamide did not significantly affect the toxicity profile, and it could be safely administered for whole cycles. Metronomic oral cyclophosphamide combined with paclitaxel appears to be both efficacious and safe as a salvage chemotherapy, particularly in heavily pretreated patients with advanced urothelial carcinoma after gemcitabine-cisplatin failure.